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- The MAILING DATE of this communication appears on th cover she t with th correspondence address - 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time nnay be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )M Responsive to communication(s) file(j on 15 September 2003 . 
2a)n This action is FINAL. 2b)[3 This action is non-final. 

3) n Since this application is in condition for allowance except for formal nnatters, prosecution as to the merits is 

closed in accordance with the practice under ExparfeQuay/e, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) [3 Claim(s) 5-16 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

6) [3 Claim(s) 5-16 is/are rejected. 

Claim(s) is/are objected to. 

Q)M Claim(s) 5-16 are subject to restriction and/or election requirement. 

Application Papers 

9)0 The specification is objected to by the Examiner. 

10)0 The drawing(s) filed on is/are: aO accepted or bO objected to by the Examiner. 

Applicant may not request that any objection to the drawing{s) be held in abeyance. See 37 CFR 1.85(a). 

Replacement drawing sheet(s) Including the con-ection is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
11 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 
Priority under 35 U.S.C. §§119 and 120 

12) 13 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

aMAW b)n Some*c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2.13 Certified copies of the priority documents have been received in Application No. 08/624.635 . 
3.n Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

13) 0 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 119(e) (to a provisional application) 

since a specific reference was included in the first sentence of the specification or in an Application Data Sheet. 
37 CFR 1.78. 

a) □ The translation of the foreign language provisional application has been received. 

14) 13 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 since a specific 

reference was included in the first sentence of the specification or in an Application Data Sheet. 37 CFR 1 .78. 



Attachment(s) 

1) M Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-413) Paper No(s). 

2) CD Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) CD Notice of Informal Patent Application (PTO-152) 

3) M Information Disclosure Statement{s) (PTO-1449) Paper No(s) . 6) □ Other: 



us Patent and Trademartt Off ice 

PTOL-326 (Rev. 11-03) 



Office Action Summary 



Part of Paper No. 200312 



Application/Control Number: 09/813,459 
Art Unit: 1647 



Page 2 



DETAILED ACTION 

Claims 5-16 are pending. 

The restriction between groups I and II in the paper mailed 12/16/2002 is withdrawn 
5 upon further consideration. Hence, Applicant's traversal of this requirement is moot. 

Applicant's election with traverse of the species polyclonal antibodies, an enzyme label, 
and a Fab fragment of a polyclonal antibody in the paper filed 09/15/2003 is acknowledged. The 
traversal is on the ground(s) that there does not appear to be any basis provided for dividing the 

10 antibodies into species, particularly since "polyclonal antibodies" merely comprise a population 
of different "monoclonal antibodies, and there does not appear to be any need for different 
searches to be performed. Further, polyclonal antibodies and monoclonal antibodies share a 
"commonality of operation, function and effect" (see MPEP § 806.04(e)) with respect to the 
claimed invention in that they each specifically bind to a GDF-10 polypeptide. As such, it is 

1 5 submitted that the requirement to elect a species of antibody selected from polyclonal antibodies 
and monoclonal antibodies is improper and, therefore, respectfully requested that this 
requirement be removed. The species election with respect to the detectable label in claim 1 1 
and claim 16 is traversed since all of the labels listed share a "commonality of operation, 
function and effect" (see MPEP § 806.04(e)) with respect to the claimed invention. Each of the 

20 labels recited in the claims provides a means for measurable detection of binding of an antigen 
binding molecule (e.g., antibody. Fab) to GDF-10 polypeptide as set forth in SEQ ID N0:5. As 
such, it is submitted that the requirement to elect a species of label is improper and, therefore, 
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respectfully requested that this requirement be removed. The species election with respect to the 
antibody fragment in claims 12 and 13 is traversed since both of these species are antigen 
binding molecules with binding specificity for GDF-10 polypeptide of SEQ ID NO: 5 and 
therefore share a "commonality of operation, function and effect" (see MPEP § 806.04(e)) with 
5 respect to the claimed invention. Each of these antigen binding fragments, as well as an intact 
antibody, as claimed, bind to GDF-10 polypeptide as set forth in SEQ ID NO: 5. As such, it is 
submitted that the requirement to elect a species of antibody fragment is improper and, therefore, 
respectfully requested that this requirement be removed. This is not found persuasive because 
for each antibody there are two species of antibody and two species of antibody fragments. For 

1 0 each antibody or antibody fragment there ai'e 9 species of labels. In total there are 2 x (2 x 9) = 
36 possible species. There is such a multiplicity of species that an unduly extensive and 
burdensome seaixh is necessary. In any case, once a claim that is determined to be generic is 
allowed, all of the claims drawn to species in addition to the elected species which include all the 
limitations of the generic claim will ordinarily be obviously allowable in view of the allowance 

1 5 of the generic claim, since the additional species will depend thereon or otherwise include all of 
the limitations thereof 

The requirement is still deemed proper and is therefore made FINAL. 



The application is not fully in compliance with the sequence rules, 37 C.F.R. § 1 .821- 
20 1 .825. Specifically, the specification fails to recite the appropriate sequence identifiers at each 
place where a sequence is discussed. See page 26 and Figures 2, 3, 5. This is not meant to be an 
exhaustive list of places where the specification fails to comply with the sequence rules. The 
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specification has not been checked to the extent necessary to determine the presenco of all 
possible minor eirors. Applicant's cooperation is requested in con-ecting any errors of which 
applicant may become aware in the specification. The application cannot issue until it is in 
compliance. Nucleic acid sequences with 10 or more nucleotides, at least 4 of which are 
5 specifically defined, must comply with the sequence rules. Amino acid sequences with 4 or 
more residues, at least 4 of which are specifically defined, must comply with the sequence rules. 
Sequence identifiers can also be used to discuss and/or claim paits or fragments of a properly 
presented sequence. For example, language such as "residues 14 to 243 of SEQ ID NO:23" is 
permissible and the fragment need not be separately presented in the "Sequence Listing." 
1 0 Applicant may bring the figure(s) into compliance by amending either the figure(s) or the "Brief 
Description of the Drawings" to recite the appropriate sequence identifier. 
Correction is required. 



Specification 

1 5 Figures 2 and 3 are presented on separate panels. However, the brief description of the 

drawings refers only to Figure 2 and 3. If the drawings show Figures lA, IB, and IC, for 
example, and the brief description of the drawings refers only to Figure 1 , this is an error in the 
specification which must be corrected. See MPEP § 601.01(g). The Brief Description of the 
Drawings and the rest of the specification must be amended to accordingly. 



20 
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Priority 

Applicant has not complied with one or more conditions for receiving the benefit of an 
eai'lier filing date under 35 U.S.C. 120 as follows: 

An application in which the benefits of an earlier application are desired must contain a 
5 specific reference to the prior application(s) in the first sentence of the specification or in an 
application data sheet (37 CFR 1 -78(a)(2) and (a)(5)). The specific reference to any prior 
nonprovisional application must include the relationship (i.e., continuation, divisional, or 
continuation-in-part) between the applications except when the reference is to a prior application 
of a CPA assigned the same application number. In the present case, the specific reference to the 
10 08/624,635 prior application in the application data sheet does not include the relationship (i.e., 
conimudX\on, divisional, or continuation-in-pait) between the applications. 

Correction is required. 



Claim Rejections - J5 VSC § 102 

1 5 The following is a quotation of the appropriate pai'agraphs of 35 U.S.C. 102 that form the 

basis for the r^jQcUons under this section made in this Office action: 
A person shall be entitled to a palenl uiiless - 

(c) the invention was described in (1) an application for patent, published under section 122(b), by another filed 
in the Linited States beibre the invention by the applicant for patent or (2) a patent granted on an application for 
20 pate/2t by another fikd in the I Jnitcd States before the invcnUon by the applicant for patent, except that an 

international application filed under the treaty defined in section 35 1(a) shall have the effects for purposes of this 
subsection of an application iiled in the United States only if the international application designated the United 
States and was published under Article 21(2) of such treaty in the Itnglish language. 

25 Claims 5-1 1 are rejected under 35 U.S.C. 102(e) as being anticipated by Smait (A) in 



view of Benjamini (U) and Kimball (V). 
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Smart discloses methods for determining the level of or a change in the level of a 
moi-phogen in a cultured cell using an antibody specific for the morphogen, e.g., in an 
immunoassay such as an ELISA or radioimmunoassay (column 3, full paragraph 3). BMP-3 is 
an example of a moi*phogen whose levels may be deteiTnined (paragraph bridging columns 3-4). 
5 In order to quantitate the production of a moiphogenic protein by a cell type, an immunoassay 
may be perfomied to detect the moiphogen using a polyclonal antibody specific for that 
moiphogen (column 28, full paragraph 1). 

The portion of the antigen that binds with the binding site of an antibody is termed an 
antigenic determinant or epitope. Vai'ious studies indicate that the size of an epitope is 
10 approximately equivalent to 5-7 amino acids. See Benjamini (U), page 40, 

BMP-3, as disclosed by Smait (column 6, lines 25-32), comprises numerous epitopes that 
overlap the amino acid sequence of the present application's SEQ ID NO: 6, as indicated below: 
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The fact that BMP-3 comprises numerous epitopes that overlap the amino acid sequence 
of the present application's SEQ ID NO: 6, indicates that Smart discloses a polyclonal antibody 
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that binds to a polypeptide comprising the amino acid sequence of SEQ ID NO: 6, as presently 
claimed. Such an antibody would also bind a polypeptide comprising the amino acid sequence 
of SEQ ID NO: 5 because SEQ ID NO: 6 is a subfragment of SEQ ID NO: 5. An antibody that 
binds BMP-3 in an immunoassay such as an ELISA, as taught by Smart, would comprise an 
5 antibody-enzyme conjugate that binds BMP-3, as indicated by Kimball (V) page 1 02. 



Claim Rejections - 35 USC J^' 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

1 0 (a) A patent niay not be obtained though the invention is not identically disdosed or described as set forth in 

section U)2 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

15 

Claims 6, 10, 1 1 are rejected under 35 U.S.C. 103(a) as being unpatentable over Smart 
(A) in view of Benjamini (U) and Kimball (V) as applied to claim 6 above and further in view of 
Hombeck (W). 

Smart (A) in view of Benjamini (U) and Kimball (V) is discussed above and incorporated 
20 herein by reference. 

This rejection is being made in the event of an argument or finding that an antibody that 
binds BMP-3 in an immunoassay such as an ELISA, as taught by Smart, would NOT comprise 
an antibody-enzyme conjugate that binds BMP-3. 

Hombeck teaches that an antibody-sandwich ELISA protocol using an enzyme-antibody 
25 conjugate specific for antigen is the most sensitive antigen assay (Table 2.1.1). Hombeck does 
not teach an antibody that binds BMP-3 in an immunoassay such as an ELISA. 
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However, it would have been obvious to one of ordinary skill in the art at the time of 
Applicants' invention to make an antibody that binds BMP-3 in an immunoassay such as an 
ELISA, as taught by Smart, and to modify that teaching by making an enzyme-antibody 
conjugate specific for antigen, as taught by Hombeck, with a reasonable expectation of success. 
5 One of ordinary skill in the art would be motivated to make this modification because an 

antibody-sandwich ELISA protocol using an enzyme-antibody conjugate specific for antigen is 
the most sensitive antigen assay. The invention is prima facie obvious over the prior art. 



Claims 12-16 are rejected under 35 U.S.C. 103(a) as being unpatentable over Smart (A) 
10 in view of Benjamini (U) and Kimball (V) as applied to claims 5-11 above and further in view of 
Clark (X). 

Smart (A) in view of Benjamini (U) and Kimball (V) is discussed above and incorporated 
herein by reference. Smart (A) in view of Benjamini (U) and Kimball (V) does not teach 
enzyme- Fab conjugate that binds BMP-3. 
1 5 Clark teaches that a serious decrease in specificity may occur in the sandwich ELISA as a 

result of rheumatoid factor in the test sample. This non-specific effect can be eliminated by 
employing enzyme- labeled Fab. See page 1 77. Clark does not teach an antibody that binds 
BMP-3 in an immunoassay such as an ELISA. 

However, it would have been obvious to one of ordinary skill in the art at the time of 
20 Applicants' invention to make an antibody that binds BMP-3 in an immunoassay such as an 
ELISA, as taught by Smart, and to modify that teaching by employing enzyme- labeled Fab, as 
taught by Clark, with a reasonable expectation of success. One of ordinary skill in the ait would 
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be motivated to make this modification in order to eliminate non-specific effects. The invention 
is prima facie obvious over the prior art. 



10 



Claim Rejections - 35 USC § J 12 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The spcciJicalion shall contain a written description ofthe invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12; 

'llie specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

15 Claims 5-8, 10-13, 15, 16 are rejected under 35 U.S.C. 112, first paragraph, as failing to 

comply with the written description requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to reasonably convey to one skilled in the 
relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. The claims are directed to or encompass an antibody that binds a GDF-1 0. 

20 The term "GDF-10" encompasses a genus of polypeptides. Hence, these claims are genus 
claims. According to the specification, the term "GDF-10" encompass modifications of the 
GDP- 10 primary amino acid sequence. The specification and claim do not indicate what 
distinguishing attributes shared by the members of the genus. The specification and claim do not 
place any limit on the number of amino acid substitutions, deletions, insertions and/or additions 

25 that may be made to SEQ ID NO: 5 or 6. Thus, the scope of the claim includes numerous 
structural vai'iants, and the genus is highly variant because a significant number of structural 
differences between genus members is permitted. Although the specification states that these 
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types of changes ai'e routinely done in the art, the specification and claim do not provide any 
guidance as to what changes should be made. Structural features that could distinguish 
compounds in the genus from others in the protein class are missing from the disclosure. No 
common structural attributes identify the members of the genus. The general knowledge and 
5 level of skill in the an do not supplement the omitted description because specific, not general, 
guidance is what is needed. Since the disclosure fails to describe the common attributes or 
characteristics that identify members of the genus, and because the genus is highly variant, SEQ 
JD NO: 5 or 6 alone is insufficient to describe the genus. One of skill in the art would 
reasonably conclude that the disclosure fails to provide a representative number of species to 
1 0 describe the genus. Thus, applicant was not in possession of the claimed genus. 



The following claims ai*e rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particulai'ly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

15 Claims 5-8, 10-13, 15, 16 are indefinite because they recite the term "GDF-10." Because 

the instant specification does not identify that material element or combination of elements 
which is unique to, and, therefore, definitive of "GDF-10" an artisan cannot determine what 
additional or material limitations are placed upon a claim by the presence of this element. The 
metes and bounds are not clearly set forth. 

20 Claim 5 is indefinite because the antecedent basis for the term "fragments thereof is 

unclear. It is unclear if the term refers to GDF- 1 0 or the antibody. The metes and bounds are not 
clearly set forth. 
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Claims 9 and 14 are indefinite over the recitation of "has an amino acid sequence as set 
forth in SEQ ID NO: 5 or SEQ ID NO: 6" because the specification intends "all polynucleotides 
encoding all or a portion of GDF-10 are also included herein, as long as they encode a 
polypeptide with GDF-10 activity" and it is unclear if the GDF-10 polypeptide has "the" amino 
5 acid sequence as set forth in SEQ ID NO: 5 or SEQ ID NO: 6 or if the GDF-10 polypeptide 
comprises a portion of the amino acid sequence as set forth in SEQ ID NO: 5 or SEQ ID NO: 6. 
The metes and bounds are not clearly set forth. 

Claim Rejections - 35 USC § 101 

10 35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or composition of matter, or 
any new and useful improvement thereof, may obtain a patent therefor, subject to the conditions and 
requirements of this title. 

15 Claim 5 is rejected under 35 U.S.C. 101 because the claimed invention is directed to non- 

statutoiy subject matter. Claim 5, as written, does not sufficiently distinguish over antibodies as 
they exist naturally because the claims do not paiticularly point out any non-naturally occun'ing 
differences between the claimed products and the naturally occurring products. In the absence 
of the hand of man, the naturally occun'ing products are considered non-statutory subject matter. 

20 See Diamond v. Chakrabarty, 447 U.S. 303, 206 USPQ 193 (1980). The claims should be 
amended to indicate the hand of the inventor, e.g., by insertion of "Isolated" or "Purified" as 
taught by claim 6. See MPEP 2105. 

Claims 5-16 are rejected under 35 U.S.C. 101 because the claimed invention is not 
25 supported by either a specific and substantial asserted utility or a well established utility. 
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The specification discloses that the invention provides a method for detecting a cell 
proliferative disorder of uterine or adipose tissue which comprises contacting an anti-GDF-10 
antibody v^ith a cell suspected of having a GDF-10 associated disorder and detecting binding to 
the antibody. The antibody reactive with GDF-10 is labeled with a compound which allows 
5 detection of binding to GDF-10. For puiposes of the invention, an antibody specific for GDF-10 
polypeptide may be used to detect the level of GDF-1 0 in biological fluids and tissues. An 
specimen containing a detectable amount of antigen can be used. A preferred sample of this 
invention is uterine or fat tissue. The level of GDF-10 in the suspect cell can be compai*ed with 
the level in a normal cell to determine whether the subject has a GDF-1 0-associated cell 

1 0 proliferative disorder. Preferably the subject is human. 

However, the specification does not disclose a specific up- or down-regulation of GDF- 
10 in a specific cell proliferative disorder. Further experimentation is necessary to attribute a 
utility to the protein and the claimed antibodies. Diagnosing an undisclosed or unspecified 
disease or condition clearly would require or constitute carrying out further reseaixh to identify 

15 or reasonably confirm a "real world" context of use. See Brenner v. Manson, 383 U.S. 519, 

535-36, 148 USPQ 689, 696 (1966) (noting that "Congress intended that no patent be granted on 
a chemical compound whose sole "utility" consists of its potential role as an object of use- 
testing", and stated, in context of the utility requirement, that "a patent is not a hunting license. It 
is not a reward for the search, but compensation for its successful conclusion."). The 

20 specification as filed does not disclose or provide any evidence that points to a specific activity 
for the protein and furthermore there is no art of record that discloses or suggests a specific 
activity for the claimed protein. Therefore there is no well-established utility. 
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Claims 5-16 are also rejected under 35 U.S.C. 112, first paragraph. Specifically, since the 
claimed invention is not supported by either a specific and substantial asserted utility or a well 
established utility for the reasons set forth above, one skilled in the art clearly would not know 
how to use the claimed invention. 



No claims are allowable. 



Any inquiry concerning this communication or earlier communications from the examiner should be directed to 
David S. Romeo whose telephone number is (703) 305-4050. The examiner can normally be reached on Monday through 
Fridav from 7:30 a.m. to 4:00 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor. Gary Kunz, can be 
reached on (703) 308-4623. 

IF submitting official correspondence by fax, Applicants are encouraged to submit official correspondence to 
the following to 1600 Before and After Final RightFax numbers: 
Before Final (703) 872-9306 
After Final (703) 872-9307 

In addition to the Official RightFax numbers above, theTC 1600 Fax Center has the following Official fax 
numbers: (703) 305-3592, (703) 308-4242 and (703) 305-3014. 

Customers are also advised to use Certificate of Facsimile procedures when submitting a reply to a non-final 
OR FINAL Office action by facsimile (see 37 CFR 1 .6 and 1 .8). 

Faxed draft or informal communications should be directed to the examiner at (703) 308-0294. 

Any inquiry of a general nature or relating to the status of this application or proceeding should be directed 
TO the Group receptionist whose telephone number is (703) 308-01 96. 



Conclusion 




David Romeo 
Primary Examiner 
Art Unit 1647 
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November 30, 2003 



